Case 1 J P, girl born 3.11.64 First-born child of second marriage, to first cousin (Fig 1) . Both parents had defective enamel of the teeth, all of which had been extracted at the time of examination.
History: At birth (birthweight 3 kg), club foot and cleft palate deformity (the club foot deformity has been gradually corrected by caliper and she is now walking well). Skin dry, red and flaky but no blisters at this time. Finger and toe nails detormed. She began to exhibit photophobia at an early age and her eyes were 'watery from birth'. Blisters began to appear on exposed surfaces in the spring and summer. Hair: growth slow, texture poor, apparently very dry.
On examination: Poorly formed teeth, stained yellow. The dental surgeon attributed it to medication with tetracyclines but this does not account for yellow staining in the teeth of the parents and grandparents of the child. Generalized dry scaling skin with numerous bullw on the face and extremities. Hair coarse and dry, markedly sparse. Eyelashes lacking from lower lids and all nails grossly malformed.
Investigations: No abnormal findings in CVS, respiratory system or abdomen. Hb 10-2 g/100 ml (no abnormality). Urine and ulinary amino acid pattern normal. Eye swab: heavy growth of coagulase-positive staphylococcus. X-ray: chest normal, no bony abnormality. ECG normal. EEG: Marked abnormality over posterior part of head; excess of slow activity with passive eye closure. No focal signs; no paroxysmal features. It was considered that the EEG picture might be related to the metabolic abnormality.
Ophthalmic examination (Mr K Wybar): Upper and lower puncta on both sides only partially patent; canaliculi narrow but nasolacrimal ducts otherwise intact.
Skin biopsy: Epidermis intact; sweat glands small and few in number; hair follicles scanty.
Case 2 M P, boy born 1.9.66. Brother of Case 1 History: At birth, cleft palate and bilateral club foot; skin changes almost identical to those of his sister. He too developed blisters on exposed surfaces during summer months, but occasionalJy blisters appeared on unexposed areas. Family history as in Case 1. EEG: No signs of focal lesion or paroxysmal features. Marked excess of slow activity over anterior half of the two hemispheres, perhaps slightly more obvious on the right, but the abnormality appeared to be minimal.
Ophthalmic examination (Mr K Wybar): All puncta small; both nasolacrimal ducts patent. Skin biopsy: Normal epidermis; numerous sweat glands and hair follicles suggesting mosaicism. Progress (Cases 1 and 2): Routine management with daily baths using emulsifying wax as a supplement to minimize the use of toilet soap has virtually restored the skin texture to normal. Effective systemic antibiotic therapy has resulted in the clearing up of the chronic infection and blepharitis, and both children seem to have developed more iapidly as more interest has been taken in the family.
Comment
The pedigree shows clearly the manifestations of an autosomal gene which in single dose leads to a defect in the enamel of the teeth but in double dose leads to severe disorder involving both ectodermal and mesodermal elements and causing mental retardation. Both children display almost identical manifestations of the effect of this gene in dbuble dose.
The syndiome has not been recognized before. The distinct features are congenital xeroderma with hyphidrosis, nail abnormalities, hypoplasia of sweat glands (the epidermis otherwise normal), cleft palate, bilateral club foot anomaly, hypoplasia of the ocular puncta leading to epiphora and blepharitis, mild oligophrenia with abnormal electroencephalographic changes. It would seem that a child developing the syndrome would first show xeroderma and club foot. It should be noted that the dry skin is not due to ichthyosis but to a deficiency of or defect in the sweat glands.
A shortened designation for this syndrome is X(eroderma) T(alipes) E(namel defect) syndrome. This patient was previously shown under the title of 'Dermatitis Gangrenosa Infantum Leading to Supravalvular Aortic Stenosis (Aortic Arch Syndrome)' (see Moynahan 1968) . Comment (17.4.69) The precise nature of the disorder from which this child is suffering is now clear. No case like this had been reported previously in the literature but it seemed reasonable to assume that the skin lesions and those found in the heart and great vessels as well as those in the lung must be associated. This has proved to be so and it has now been established that she has chronic granulomatous disease. This family is unusual in displaying a different mode of inheritance from the commoner (X-linked) form of the disease, suggesting that the gene concerned may control a different enzyme. It has been shown by Baehner & Karnovsky (1968) Birthweight 7 lb 4 oz (3 4 kg). Cried vigorously at birth, good colour, fed well and aroused no comment until 5 days old, when he began to suck less strongly. However, he left hospital at 9 days. On 10th and 11th days he passed small green frequent stools and required supplementary
